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09/486,086 



Examiner 

Celine XQian 



Applicant(5) 

YOKOI ET AL. 



Art Unit 

1636 



* " The MAILING DATE of this communication appears on. the cover sheet with the correspondence address - 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and vnW expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1)S Responsive to communication(s) filed on 13 April 2003 . 
2a)^ This action is FINAL. 2b)n This action is non-final. 

3) n Since this application is in condition for allowance except for fonnai matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1 , 453 O.G. 213. 
Disposition of Claims 

4) S Claim(s) f-5, 7-9 and 1 1-18 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) 0 Claim(s) is/are allowed. 

6) ^ Claim(s) 1-5 J-9 and 11-18 is/are rejected. 

7) S Claim(s) 13 is/are objected to. 

8) n Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10) 0 The drawing(s) filed on is/are: a)n accepted or b)\3 objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 

11) Q The proposed drawing correction filed on is: a)n approved b)0 disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) 0 The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§119 and 1 20 

13) ^ Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 

aMAW b)n Some*c)n None of: 

1 .□ Certified copies of the priority documents have been received. 

2.n Certified copies of the priority documents have been received in Application No. . 

3.S Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

14) 0 Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 1 19(e) (to a provisional application). 

a) □ The translation of the foreign language provisional application has been received. 

15) 0 Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121. 

Attachment(s) 

1 ) □ Notice of References Cited (PTO-892) 4) □ Inten/iew Summary (PTO-41 3) Paper No(s). . 

2) □ Notice of Draftsperson's Patent Drawing Review (PTO-948) 5) □ Notice of Informal Patent Application (PT0.152) 

3) ^ Information Disclosure Statement(s) (PTO-1449) Paper No(s) . 6) Q Other: 
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DETAILED ACTION 

Claims 1-5, 7-9 and 1 1-18 are pending in the application. 

This Office Action is in response to the Amendment filed on 4/14/03, 

Response to Amendment 

Acknowledgment is made of applicant's claim for foreign priority under 35 
U.S.C. 119(a)-(d). The certified translation has been received and placed in file. The priority 
date of 8/2/1997 is granted. 

The rejection of claims 3 and 12 under 35 U.S.C. 1 12 2"^* paragraph has been withdrawn 
in light of Applicants' amendment of the claims. 

The rejection of claims 1-4, 8 and 12 under 35 U.S.C. 102(e) has been withdrawn in light 
of Applicants' amendment of the claims. 

The rejection of claim 13 under 35 U.S.C. 1 12 2^^ paragraph is maintained for reasons set 
forth of the record mailed on 10/9/02 and further discussed below. 

Claims 1-5, 7-9 and 1 1-18 are rejected under 35 U.S.C. 103(a) for reasons set forth of the 
record mailed on 10/9/02 and fiarther discussed below.Claim 13 is objected to for reasons 
discussed below. 

Response to Arguments 
Claim Rejections - 35 USC § 112 
The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 
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Claim 13 is rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention. 

This rejection is maintained for same reason as discussed in the previous office action 
(paper no. 12). Claim 1 1 does not specify any gene as a desired gene. Therefore, it cannot 
achieve the effect of selectively exterminating cells. 

Claim Objections 

Claim 13 is objected to as being dependent upon a cancelled base claim (10). Applicant 
is advised to rewrite the claim in independent form including all of the limitations of (canceled) 
base claim (10). 

Claim Rejections - 35 USC § 103 
The following is a quotation of 35 U.S. C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title^ if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

Claims 1-5, 7-9, 11-18 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Levine et al., in view of Uchida et al., Li et al and Reed et al. 

The newly added claims 13-18 are rejected for same reasons as apphed to claims 1-5, 7-9 
and 11-13 in the previous office action. 
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In response to the rejection, Applicants argue that there is no motivation to combine the 
references to reach the claimed invention. Applicants assert that there is no suggestion to 
substitute the oncogene taught by Levine's reference for a suicide gene from the teachings of 
secondary reference, and further modified system to include a bax promoter to control the Cre 
recombinase from the teaching of Reed. Further, Applicants assert that the limitation of 
transcription factor that includes a tumor suppressor gene product is not disclosed or suggested 
by the references cited. Applicants also regard that the Levine reference teaches away from its 
combination with other source because exchange the oncogene for a suicide gene defeats 
Levine's central purpose for creation of immortalizing cell lines. Therefore, Applicants conclude 
that one of ordinary skill of art would have no motivation to combine the cited references to 
make the claimed invention. 

The above arguments have been considered fully but deem unpersuasive. The teachings 
of Levine et al., in view of Uchida et al., Li et al. and Reed et al. were discussed in detail in the 
previous office action (paper no. 12). In response to applicant's argument that there is no 
suggestion to combine the references, the examiner recognizes that obviousness can only be 
established by combining or modifying the teachings of the prior art to produce the claimed 
invention where there is some teaching, suggestion, or motivation to do so found either in the 
references themselves or in the knowledge generally available to one of ordinary skill in the art. 
See In re Fine, 837 F.2d 1071, 5 USPQ2d 1596 (Fed. Cir. 1988)and In re Jones, 958 F.2d 347, 
21 USPQ2d 1941 (Fed. Cir. 1992). In this case, Uchida et al. and Li et al. clearly provide the 
motivation to combine the reference because they teach 1) tumor killing can be achieved by 
introducing a suicide gene into cancer cells under condition that only tumor cells express the 
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suicide gene (see page 7 of paper no. 12, and col. 16, lines 48-54 of Uchida et al); 2) specific 
example of TK gene flanked by loxP sites which can be removed by Cre recombinase (see page 
7 of paper no. 13, and col. 13, lines 30-51 of Li et al). As such, it would have been obvious to 
one of ordinary skill in the art to modify the vector system of Levine et al. to design vectors that 
would deliver suicide genes to cancer cells. 

Levine et al. teach the use of inducible promoter in the vector system. There are many 
types of inducible promoter known in the art including the one taught by Reed et al., bax 
promoter that is regulated by p53, a tumor suppressor protein. Reed et al. provide a motivation 
for using this promoter because it is improperly regulated in tumor cells in which they often lack 
wild type p53 (see page 8 of paper no. 12, and col. 16, lines 34-67 of Reed et al). As such, one of 
ordinary skill in the art would have the motivation of expressing the suicide gene only in tumor 
cells by using this promoter to control the expression of the recombinase such as Cre so that it 
would excise the suicide gene in normal cells but not tumor cells. Although Levine et al. do not 
teach such motivation, the motivation to combine the references does not have to be taught in 
every reference. Contrary to Applicants' assertion, Levine et al. do not teach away from 
combining the cited references. In fact, it teaches a vector system wherein the expression of 
gene of the interest is regulated by a recombinase, which in turn is regulated by a inducible 
promoter. Therefore, the combined references not only teach every limitation of the claim, but 
also provide sufficient motivation and reasonable expectation of success in making the claimed 
invention. Consequently, the claimed invention is prima facie obvious to one of ordinary skill in 
the art at the time the invention was made. 
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Conclusion 

No claims are allowed. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS fi'om the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1 .136(a) will be calculated fi"om the mailing^date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS fi'om the mailing 
date of this final action. 

Any inquiry concerning this communication or earlier communications fi'om the 
examiner should be directed to Celine X Qian whose telephone number is 703-306-0283. The 
examiner can normally be reached on 9:00-5:30 M-F. 

If attempts to reach the examiner by telephone are unsuccessfiil, the examiner's 
supervisor, Remy Yucel Ph.D. can be reached on 703-305-1998. The fax phone numbers for the 
organization where this application or proceeding is assigned are 703-305-3014 for regular 
communications and 703-305-3014 for After Final communications. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the receptionist whose telephone number is 703-308-0196. 
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